[Document] Specification 

[Title of the Invention] Aqueous Liquid Preparations and Light- 
Stabilized Aqueous Liquid Preparations 
[Claims] 

5 [Claim 1] An aqueous liquid preparation comprising (+)-(S)-4- 
[4-[ (4-chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid 
or a pharmacologically acceptable acid addition salt thereof, 
and a water-soluble metal chloride. 

[Claim 2] The aqueous liquid preparation of claim 1, wherein 
10 the metal chloride has a concentration selected from the range 
of a lower limit concentration of 0.15 w/v% and an upper limit 
concentration of 1.5 w/v%. 

[Claim 3] The aqueous liquid preparation of claim 1 or 2, 
wherein the metal chloride is at least one kind selected from 
15 sodium chloride, potassium chloride and calcium chloride. 

[Claim 4] The aqueous liquid preparation of any of claims 1 to 

3, wherein the (+)- (S) -4- [4- [ (4-chlorophenyl) (2- 
pyridyl) methoxy] piperidino] butyric acid or the 

pharmacologically acceptable acid addition salt thereof has a 
20 concentration selected from the range of a lower limit 

concentration of 0.1 w/v% and an upper limit concentration of 
2.0 w/v%. 

[Claim 5] The aqueous liquid preparation of any of claims 1 to 

4, which is an acid addition salt of ( + ) - (S) -4- [4- [ ( 4- 
25 chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid. 

[Claim 6] The aqueous liquid preparation of claim 5, wherein 
the acid addition salt is monobenzenesulf onate . 

[Claim 7] The aqueous liquid preparation of any of claims 1 to 

6, wherein the aqueous liquid preparation has a pH in the 
30 range of 4-8.5. 

[Claim 8] The aqueous liquid preparation of any of claims 1 to 

7, which is an eye drop. 

[Claim 9] The aqueous liquid preparation of any of claims 1 to 
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w 7, which is a nasal drop. 

[Claim 10] An aqueous eye drop comprising ( + ) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl ) methoxy] piperidino] butyric acid 
monobenzenesulf onate and sodium chloride at not less than 0.2 
5 w/v% and not more than 0.8 w/v%. 

[Claim 11] A method of light-stabilizing ( + ) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl ) methoxy] piperidino] butyric acid in an 
aqueous solution, which comprises adding a water-soluble metal 
chloride to an aqueous solution comprising ( + ) - (S) -4- [4- [ (4- 

10 chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid or a 
pharmacologically acceptable acid addition salt thereof. 
[Detailed Description of the Invention] 
[Technical Field of the Invention] 

The present invention relates to an aqueous liquid 

is preparation comprising ( + ) - (S) -4- [4- [ ( 4-chlorophenyl ) (2- 

pyridyl) methoxy] piperidino] butyric acid or a pharmacologically 
acceptable acid addition salt thereof, and a water-soluble 
metal chloride. The present invention also relates to a method 
of light-stabilizing (+)- (S) -4- [4- [ (4-chlorophenyl) (2- 

20 pyridyl) methoxy] piperidino] butyric acid and a 

pharmacologically acceptable acid addition salt thereof, which 
comprises adding a water-soluble metal chloride. 
[Prior Art] 

( + ) - (S) -4- [4- [ (4 -Chlorophenyl) (2- 

25 pyridyl) methoxy] piperidino] butyric acid and a 

pharmacologically acceptable acid addition salt thereof have 
an antihistaminic action and an antiallergic action. They are 
also characterized in that secondary effects such as 
stimulation or suppression of the central nerve often seen in 

30 the case of conventional antihistaminic agents can be 

minimized, and can be used as effective pharmaceutical agents 
for the treatment of human and animals ( JP-B-5-33953, JP-A- 
2000-198784) . 



w Particularly, a tablet comprising ( + ) - (S) -4- [4- [ (4- 

chlorophenyl) ( 2-pyr idyl ) methoxy] piperidino] butyric acid 
monobenzenesulfonate (general name: bepotastine besilate) has 
been already marketed as a therapeutic agent for allergic 
5 rhinitis and itching associated with hives and dermatoses. 

On the other hand, (+) - (S) -4- [4- [ (4-chlorophenyl) (2- 
pyridyl) methoxy] piperidino] butyric acid and a 
pharmacologically acceptable acid addition salt thereof are 
unstable to light in an aqueous solution, and colored or 

10 precipitated with the lapse of time, which has made the use 
thereof as an aqueous liquid preparation difficult. In the 
case of an aqueous liquid preparation such as an eye drop and 
a nasal drop, a method comprising blocking light by preserving 
in a light-shielding container and the like can be used, but 

15 complete light-shielding is practically difficult. Thus, 
stabilization of an aqueous liquid preparation itself as a 
preparation is desirable. As a method of light-stabilizing an 
eye drop, a Patent No. 2929274 discloses a method comprising 
adding boric acid and/or borax and glycerin, but according to 

20 this method, stabilization of (+) - (S) -4- [4- [ (4- 

chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid and a 
pharmacologically acceptable acid addition salt thereof to 
light was not observed. As a general stabilization method, a 
method comprising placing in the coexistence of an antioxidant 

25 such as BHT etc., and the like are known ( JP-A-7-304670) . 
[Problems to be Solved by the Invention] 

The present invention aims at providing an aqueous 
liquid preparation comprising stabilized ( + ) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid or a 

30 pharmacologically acceptable acid addition salt thereof. 

Another object of the present invention is to provide a method 
of light-stabilizing (+)- (S) -4- [4- [ (4-chlorophenyl) (2- 
pyridyl) methoxy] piperidino] butyric acid and a 
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pharmacologically acceptable acid addition salt thereof in an 

aqueous solution, 

[Means of Solving the Problems] 

Under the above-mentioned situation, the present 
5 inventor has conducted various studies and, as a result, found 
that ( + ) - (S) -4- [4- [ (4-chlorophenyl) (2- 
pyridyl) methoxy] piperidino] butyric acid and a 

pharmacologically acceptable acid addition salt thereof can be 
light-stabilized in water by adding a water-soluble metal 
io chloride, and further studied to complete the present 
invention. 

Accordingly, the present invention relates to 

(1) an aqueous liquid preparation comprising (+) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid or a 

15 pharmacologically acceptable acid addition salt thereof, and a 
water-soluble metal chloride, 

(2) the aqueous liquid preparation of the above-mentioned (1), 
wherein the metal chloride has a concentration selected from 
the range of a lower limit concentration of 0.15 w/v% and an 

20 upper limit concentration of 1.5 w/v%, 

(3) the aqueous liquid preparation of the above-mentioned (1) 
or (2) , wherein the metal chloride is at least one kind 
selected from sodium chloride, potassium chloride and calcium 
chloride, 

25 (4) the aqueous liquid preparation of any of the above- 
mentioned (1) to (3), wherein the ( + ) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl ) methoxy] piperidino] butyric acid or the 
pharmacologically acceptable acid addition salt thereof has a 
concentration selected from the range of a lower limit 

30 concentration of 0.1 w/v% and an upper limit concentration of 
2.0 w/v%, 

(5) the aqueous liquid preparation of any of the above- 
mentioned (1) to (4), which is an acid addition salt of (+)- 



(5) -4-[4-[ (4-chlorophenyl) (2- 
pyridyl) methoxy] piperidino] butyric acid, 

(6) the aqueous liquid preparation of the above-mentioned (5) , 
wherein the acid addition salt is monobenzenesulf onate, 

5 (7) the aqueous liquid preparation of any of the above- 
mentioned (1) to (6), wherein the aqueous liquid preparation 
has a pH in the range of 4-8.5, 

(8) the aqueous liquid preparation of any of the above- 
mentioned (1) to (7), which is an eye drop, 
10 (9) the aqueous liquid preparation of any of the above- 
mentioned (1) to (7), which is a nasal drop, 

(10) an aqueous eye drop comprising ( + ) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid 
monobenzenesulf onate and sodium chloride at not less than 0.2 

15 w/v% and not more than 0.8 w/v%, and 

(11) a method of light-stabilizing ( + ) - (S) -4- [4- [ ( 4- 
chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid in an 
aqueous solution, which comprises adding a water-soluble metal 
chloride to an aqueous solution comprising (+) - (S) -4- [4- [ (4- 

20 chlorophenyl) (2-pyridyl) methoxy] piperidino] butyric acid or a 
pharmacologically acceptable acid addition salt thereof. 

In the present invention, as a pharmacologically 
acceptable acid addition salt of ( + ) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl)methoxy] piperidino] butyric acid, for 

25 example, salts with hydrohalic acid such as hydrochloride, 
hydrobromide and the like; salts with inorganic acid such as 
sulfate, nitrate, phosphate and the like; salts with organic 
acid such as acetate, propionate, hydroxyacetate, 2- 
hydroxypropionate, pyruvate, malonate, succinate, maleate, 

30 fumarate, dihydroxyf umarate, oxalate, benzoate, cinnamate, 
salicylate, methanesulf onate, ethanesulf onate, 

benzene sulfonate, p-toluenesulf onate, cyclohexylsulf amate, 4- 
aminosalicylate and the like; and the like can be mentioned. 
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w The above-mentioned compound to be used in the present 

invention is generally preferably an acid addition salt, and 
of these acid addition salts, benzenesulf onate and benzoate 
are more preferable, and monobenzenesulf onate is particularly 
5 preferable. 

(+) - (S) -4- [4- [ (4-Chlorophenyl) (2- 
pyridyl)methoxy]piperidino] butyric acid and a 

pharmacologically acceptable acid addition salt thereof can be 
produced by, for example, the methods described in JP-B-5- 

10 33953 and JP-A-2000-198784 . 

In the aqueous liquid preparation of the present 
invention, the content of ( + ) - (S) -4- [4- [ (4-chlorophenyl) (2- 
pyridyl)methoxy]piperidino] butyric acid or a pharmacologically 
acceptable salt thereof as monobenzenesulf onate is generally 

15 shown by a lower limit of about 0.1 w/v%, preferably about 0.3 
w/v%, more preferably about 0.5 w/v%, and an upper limit of 
about 2.0 w/v%, preferably about 1.5 w/v%, which are increased 
or decreased appropriately depending on the object of use and 
the degree of symptoms . 

20 In the present invention, as a preferable water-soluble 

metal chloride, alkali metal chlorides such as sodium chloride, 
potassium chloride and the like, and alkaline earth metal 
chlorides such as calcium chloride and the like can be 
mentioned, which may be used alone, or in combination of two 

25 or more kinds thereof. Particularly preferred is sodium 
chloride . 

In the aqueous liquid preparation of the present 
invention, the content of the water-soluble metal chloride is 
generally shown by a lower limit of about 0.15 w/v% and an 
30 upper limit of about 1.5 w/v%, preferably a lower limit of 
about 0.2 w/v% and an upper limit of about 1.2 w/v%. 
Particularly, as sodium chloride, it is not less than about 
0.15 w/v%, about 0.2 w/v%, about 0.3 w/v%, and not more than 
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about 1.0 w/v%, about 0.8 w/v%, about 0.6 w/v% . As potassium 
chloride, it is not less than about 0.15 w/v%%, about 0.2 w/v%, 
about 0.3 w/v%, and not more than about 1.0 w/v%, about 0.9 
w/v%,. about 0.8 w/v% . As calcium chloride and as dihydrate, it 
5 is not less than about 0.2 w/v%, about 0.3 w/v%, and not more 
than about 1.5 w/v%, about 1.2 w/v% . 

Moreover, the concentration of these water-soluble metal 
chlorides is preferably determined as appropriate within the 
above-mentioned concentration range, such that the osmotic 
io pressure is generally about 230 mOsm - about 350 mOsm, in 
consideration of the amount of other isotonic agents to be 
added, such as boric acid and the like, that do not influence 
stabilization. 

Various additives that are generally used such as buffer, 
15 preservative, chelating agent, flavor and the like may be 

appropriately added to the aqueous liquid preparation of the 

present invention . 

As the buffer, for example, phosphate buffer, borate 

buffer, citrate buffer, tartrate buffer, acetate buffer, amino 
20 acid and the like can be mentioned. As the preservative, for 

example, quaternary ammonium salts such as benzalkonium 

chloride, chlorhexidine gluconate and the like, 

parahydroxybenzoic acid esters such as methyl 

parahydroxybenzoate, propyl parahydroxybenzoate and the like, 
25 sorbic acid and a salt thereof and the like can be mentioned. 
As the chelating agent, disodium edetate, citric acid and the 
like can be mentioned. As the flavor, 1-menthol, borneol, 
camphor, oil of eucalyptus and the like can be mentioned. 

The pH of the aqueous liquid preparation of the present 
30 invention is adjusted to not less than about 4, 5, 6, and not 
more than about 8.5, 8. 

In the aqueous liquid preparation of the present 
invention, other same or different kinds of efficacious 
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ingredients may be added appropriately as long as the object 
of the present invention is not impaired. 

The aqueous liquid preparation of the present invention 
can be produced by a production method known per se, such as a 
5 method described in the liquid preparation or eye drop of the 
General Rules for Preparations in the Japanese Pharmacopoeia 
14th Edition. 

The aqueous liquid preparation of the present invention 
can be used for warm-blooded animals (e.g., human, rat, mouse, 

10 rabbit, bovine, pig, dog, cat and the like) . 

When the aqueous liquid preparation of the present 
invention is used as, for example, an eye drop, it can be used 
for allergic conjunctivitis, spring catarrh, pollinosis and 
the like. The dose thereof when, for example, an eye drop of 

15 the present invention comprising 1.0 w/v% of (+) - (S) -4- [4- [ (4- 
chlorophenyl) (2-pyridyl ) methoxy] piperidino] butyric acid 
monobenzenesulf onate (hereinafter to be referred to as 
bepotastine besilate) is instilled into the eye of an adult, 
is 1-2 drops per instillation, which is given 3-6 times a day 

20 by instillation into the eye. The frequency can be increased 
or decreased appropriately depending on the degree of symptom. 
[Examples] 

The present invention is explained in more detail by 
referring to Experimental Examples and Examples, which are 
25 not to be construed as limitative. 

Experimental Example 1 Effect of water-soluble metal chloride 
on light-stability of bepotastine besilate 
Test method 

The aqueous liquid preparations (Formulations 1-6) shown 
30 in the following [Table 1], which contained bepotastine 

besilate, were prepared according to conventional methods and 
filled in glass ampoules by 5 mL each. Using a xenon long-life 
fade meter (FAL-25AX-EC manufactured by SUGA TEST INSTRUMENTS 
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Co., Ltd.)/ a light corresponding to not less than 200 W-h/m 2 
in a total near-ultraviolet radiation energy was irradiated 
(irradiation time: 23-34 hr) , and appearance of each 
formulated liquid preparation was observed. The amount of 
5 light exposure was measured by a quinine chemical actinometry 
system described in the Drug Approval and Licensing Procedures 
in Japan 2001. 

[Table l] 



Formulation 


1 


2 


3 


4 


5 


6 


bepotastine 
besilate 


1.5 g 


1.5 g 


1.5 g 


1.5 g 


1.5 g 


1.5 g 


sodium 
chloride 




0.1 g 


0.2 g 


0.3 g 






potassium 
chloride 










0.79 g 




calcium 

chloride 

2H 2 0 












1.18 g 


sodium 
hydroxide 


suitable 
amount 


suitable 
amount 


suitable 
amount 


suitable 
amount 


suitable 
amount 


suitable 
amount 


total 
amount 


100 mL 


100 mL 


100 mL 


100 mL 


100 mL 


100 mL 


pH 


7.0 


7.0 


6.7 


6.9 


6.7 


6.8 



Test results 

The appearance after light irradiation was black green in 
Formulation 1, and a precipitate was observed. It was slightly 

15 dark green - pale yellow in Formulation 2, and a precipitate 
was slightly observed. Formulations 3-6 did not change from 
immediately after preparation and were pale yellow and clear. 
The results indicate that addition of a water-soluble metal 
chloride in not less than 0.2 w/v% improves stability of 

20 bepotastine besilate under light irradiation conditions. 

Experimental Example 2 Effect of boric acid and glycerin on 
light-stability of bepotastine besilate 
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Test method 

The aqueous liquid preparations (Formulations 7-9) shown 
in the following [Table 2], which contained bepotastine 
besilate, were prepared according to conventional methods and 
5 processed in the same manner as in Experimental Example 1, and 
appearance of each formulated liquid preparation was observed. 



[Table 2] 



Formulation 


7 


8 


9 


bepotastine besilate 


1.5 g 


1.5 g 


1.5 g 


sodium dihydrogen 
phosphate dihydrate 


0.1 g 






boric acid 




1.0 g 


0. 5 g 


sodium chloride 


0 . 6 g 






glycerin 




0.5 g 


2 . 0 g 


benzalkonium chloride 


0.005 g 


0.005 g 


0.005 g 


sodium hydroxide 


suitable 
amount 


suitable 
amount 


suitable 
amount 


total amount 


100 mL 


100 mL 


100 mL 


pH 


6.8 


6.8 


6.8 



10 

Test results 

The appearance after light irradiation did not change 
from immediately after preparation and was pale yellow and 
clear for Formulation 7 comprising sodium chloride, but black 
15 green for Formulations 8 and 9 comprising boric acid and 

glycerin and a precipitate was observed. The results indicate 
that addition of boric acid and glycerin fails to improve 
stability of bepotastine besilate under light irradiation 
conditions . 

20 Experimental Example 3 Effect of pH and bepotastine besilate 
concentration on light-stability of bepotastine besilate 
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Test method 

The aqueous liquid preparations (Formulations 10-11) 
shown in the following [Table 3], which contained bepotastine 
besilate, were prepared according to conventional methods and 
5 processed in the same manner as in Experimental Example 1, and 
appearance of each formulated liquid preparation was observed. 



[Table 3] 



Formulation 


10 


11 


12 


bepotastine besilate 


1.5 g 


1.5 g 


0.1 g 


sodium dihydrogen 
phosphate dihydrate 


0.1 g 


0.1 g 


0.1 g 


sodium chloride 


0. 6 g 


0 . 6 g 


0.82 g 


benzalkonium 
chloride 


0.005 g 


0.005 g 


0.005 g 


sodium hydroxide 


suitable 
amount 


suitable 
amount 


suitable 
amount 


total amount 


100 mL 


100 mL 


100 mL 


PH 


4 . 0 


8.5 


6.8 



10 

Test results 

The appearance after light irradiation did not change 
from immediately after preparation and was pale yellow and 
clear for Formulation 10 (pH 4) and Formulation 11 (pH 8.5) 

15 comprising sodium chloride. In addition, the appearance did 
not change from immediately after preparation and was 
colorless and clear for Formulation 12 having a bepotastine 
besilate concentration of 0.1 w/v%. These results and the 
results of Formulation 7 (pH 6.8) in Experimental Example 2 

20 indicate that addition of sodium chloride, which is a water- 
soluble metal chloride, improves light stability of 
bepotastine besilate at pH 4-8.5. In addition, they indicate 
that the light-stability of bepotastine besilate is improved 

in the concentration range of 0.1 w/v% - 1.5 w/v%. 
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Experimental Example 4 Effect of bepotastine besilate 
concentration and pH on light-stability of bepotastine 
besilate in aqueous preparation comprising glycerin 
Test method 

The aqueous liquid preparations (Formulations 13-17) 
shown in the following [Table 4], which contained bepotastine 
besilate, were prepared according to conventional methods and 
processed in the same manner as in Experimental Example 1, and 
appearance of each formulated liquid preparation was observed. 



[Table 4] 



Formulation 


13 


14 


15 


16 


17 


bepotastine 
besilate 


0.5 g 


1.0 g 


1.5 g 


1.5 g 


1.5 g 


sodium 
dihydrogen 
phosphate 
dihydrate 


0.1 g 


0.1 g 


0.1 g 


0.1 g 


0.1 g 


glycerin 


2.2 g 


2.0 g 


1.7 g 


1.7 g 


1.7 g 


benzalkonium 
chloride 


0.005 g 


0.005 g 


0.005 g 


0.005 g 


0.005 g 


sodium hydroxide 


suitable 
amount 


suitable 
amount 


suitable 
amount 


suitable 
amount 


suitable 
amount 


total amount 


100 mL 


100 mL 


100 mL 


100 mL 


100 mL 


pH 


6.8 


6.8 


4.0 


6.8 


8.5 



Test results 

The appearance after light irradiation was pale black 
green for Formulation 13 and black green for Formulation 14, 
and a precipitate was observed in both Formulations . The 
results indicate that addition of glycerin results in 
coloration of bepotastine besilate into black green even at a 
low concentration. 

Formulation 15 (pH 4) turned blue and a precipitate was 

observed. Formulation 16 (pH 6.8) turned black green and a 

precipitate was observed. Formulation 17 (pH 8.5) turned 
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yellow brown but no precipitation was observed. The results 
indicate that bepotastine besilate is extremely unstable at a 
pH near neutral. The results also indicate that glycerin does 
not improve light-stability of bepotastine besilate in the 
range of pH 4-8.5. When 3.3 w/v% of glucose or mannitol was 
added instead of glycerin of Formulation 16, black green was 
developed and a precipitate was observed. These results 
indicate that a water-soluble metal chloride improves light- 
stability of bepotastine besilate, and isotonic agents such as 
glycerin, saccharides and the like do not improve light- 
stability of bepotastine besilate. 



Example 1 : eye drop 

bepotastine besilate 0.3 
Sodium dihydrogenphosphate dihydrate 0 . 1 

sodium chloride 0.79 
benzalkonium chloride 0.005 
sodium hydroxide 
sterile purified water 



g 
g 
g 
g 



suitable amount 
total amount 100 mL 
pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 
Example 2 eye drop 

bepotastine besilate 0.5 
Sodium dihydrogenphosphate dihydrate 0 . 1 

sodium chloride 0.76 
benzalkonium chloride 
sodium hydroxide 
sterile purified water 



g 
g 
g 



0.005 g 
suitable amount 
total amount 100 mL 
pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 
Example 3 eye drop 



bepotastine besilate 1.0 g 

Sodium dihydrogenphosphate dihydrate 0.1 g 

sodium chloride 0.68 g 

benzalkonium chloride 0.005 g 

5 sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 

10 Example 4 eye drop 

bepotastine besilate 1.5 g 

Sodium acetate trihydrate 0.1 g 

sodium chloride 0.6 g 

benzalkonium chloride 0.005 g 

15 sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 4.0 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 

20 Example 5 eye drop 

bepotastine besilate 1.5 g 

epsilon-aminocaproic acid 0.1 g 

sodium chloride 0.6 g 

benzalkonium chloride 0.005 g 

25 sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 4.0 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 
30 Example 6 eye drop 

bepotastine besilate 1.5 g 

citric acid 0.1 g 

sodium chloride 0.6 g 
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benzalkonium chloride 0.005 g 

sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 
Example 7 eye drop 

bepotastine besilate 1.5 g 

taurine 0.1 g 

sodium chloride 0.6 g 

benzalkonium chloride 0.005 g 

sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 8.5 

Using the above-mentioned ingredients , an eye drop is 
prepared by a conventional method. 
Example 8 eye drop 

bepotastine besilate 1.5 g 

sodium dihydrogenphosphate dihydrate 0.1 g 

sodium chloride 0.6 g 

methyl parahydroxybenzoate 0.02 6 g 

propyl parahydroxybenzoate 0.014 g 

sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 
Example 9 eye drop 

bepotastine besilate 1.5 g 

sodium dihydrogenphosphate dihydrate 0.1 g 

sodium chloride 0.6 g 

potassium sorbate 0.27 g 

sodium hydroxide suitable amount 



sterile purified water total amount 100 mL 

pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 
5 Example 10 eye drop 

bepotastine besilate 1.5 g 

sodium dihydrogenphosphate dihydrate 0.1 g 

sodium chloride 0.6 g 

chlorhexidine gluconate 0.005 g 

10 sodium hydroxide suitable amount 

sterile purified water total amount 100 mL 

pH 6.8 

Using the above-mentioned ingredients, an eye drop is 
prepared by a conventional method. 

15 [Effect of the Invention] 

In the present invention, the light-stability of (+)-(S)- 
4-[4-[ (4-chlorophenyl) (2-pyridyl)methoxy]piperidino] butyric 
acid or a pharmacologically acceptable acid addition salt 
thereof, particularly bepotastine besilate, which is 

20 monobenzenesulf onate, can be improved by adding a water- 
soluble metal chloride to an aqueous liquid preparation 
comprising (+) - (S) -4- [4- [ (4-chlorophenyl) (2- 

pyridyl) methoxy] piperidino] butyric acid or a pharmacologically 
acceptable acid addition salt thereof, and a stable aqueous 

25 liquid preparation can be produced. Since an aqueous liquid 
preparation stable to light can be obtained by the light- 
stabilizing method of the present invention, the aqueous 
liquid preparation of the present invention is advantageously 
used for the treatment of allergic conjunctivitis, spring 

30 catarrh, pollinosis, allergic rhinitis and the like. 
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